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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

• Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above Is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period w\\ apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )H Responsive to communication{s) filed on 25 July 2003 . 
2a)n This action Is FINAL. 2b)E This action is non-final. 

3) 0 Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed In accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 
Disposition of Ciaims 

4) ^ Claim(s) 1-11 is/are pending In the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) n Claim(s) is/are allowed. 

6) S Claim(s) 1-11 is/are rejected. 
?)□ Claim(s) is/are objected to. 

8) n Claim{s) are subject to restriction and/or election requirement. 

Application Papers 

9) ^ The specification Is objected to by the Examiner. 

10) 0 The drawing(s) filed on is/are: a)n accepted or b)\3 objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 

11) 0 The proposed drawing correction filed on is: a)n approved b)D disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) ^ The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

13) n Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)nAII b)n Some*c)n None of: 

1 .□ Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) n Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) |S Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 
Attachment(s) 

1 ) S Notice of References Cited (PTO-892) 4) □ Inten/iew Summary (PTO-413) Paper No(s). . 

2) O Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) Q Notice of Informal Patent Application (PTO-152) 

3) □ Information Disclosure Statement(s) (PTO-1449) Paper No(s) . 6) □ Other: 
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DETAILED ACTION 



The response filed on July 25, 2003 (Paper No. 7) to the restriction requirement of March 
25, 2003 has been received. Applicant has elected Group I, drawn to detecting SEQ ID N0:41, 
which encompasses claims 1-11. Because applicant did not distinctly cuid specifically point out 
the supposed errors in the restriction requirement, the election has been treated as an election 
without traverse (MPEP 818.03(a). 

Claims 12-29 were cancelled. 

Thus, claims 1-11 are pending and are currently under examination. 



Oath/Declaration 

The oath or declaration is defective. A new oath or declaration in compliance with 37 
CFR 1.67(a) identifying this application by application number and filing date is required. See 
MPEP §§ 602.01 and 602.02. 

The oath or declaration is defective because: 

The signature of Richard Murray is not dated. 



Priority 

A review of the parent applications did not lend support for disclosure of SEQ ID 
N0:41. If applicant disagrees with any rejection of claims 1-1 1 set forth in this office action 
based on examiner's establishment of a priority date of February 14, 2001 for the instant claims 
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in application serial number 10/021,660 applicant is invited to submit evidence pointing to the 
serial number, page and line where support can be found establishing an earlier priority date. 

Specification 

The specification is objected to because it contains multiple embedded hyperlinks and/or 
other forms of browser-executable codes (i.e., see pages 6, 21, 30). See MPEP §608.01. 
Examples of a hyperlink or a browser-executable code are a URL placed between these symbols 
"< >" and http:// followed by a URL address. Merely deleting said symbols and " http:// " 
would obviate this objection. Patent publications of website addresses are permitted, but direct 
linkage to said sites must be disabled since USPTO policy does not permit the USPTO to link to 
any commercial sites since the USPTO exercises no control over the organization, views or 
accuracy of the information contained on these outside sites. 



Claim Objections 

Claim 1 is objected to for reciting "A method of detecting angiogenesis-associated 
transcript" which is grammatically unclear. This objection can be obviated by amending the 
claim to read: "A method of detecting an angiogenesis-associated transcript". 

Claim 1 is further unclear for reciting "that selectively hybridized" because it appears that 
the claim is written in the past tense. This objection can be obviated by amending the claim to 
recite "that selectively hybridizes" 

Claim 6 is objected to under 37 CFR 1.75(c), as being of improper dependent form for 
failing to further limit the subject matter of a previous claim. Both claims are limited to the same 
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sequence as shown in Table 1 . Applicant is required to cancel the claim(s), or amend the 
claim(s) to place the claim(s) in proper dependent form, or rewrite the claim(s) in independent 
form. 



Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 1-1 1 are rejected under 35 U.S.C. 112, first paragraph, as containing subject 
matter which was not described in the specification in such a way as to reasonably convey to one 
skilled in the relevant art that the inventor(s), at the time the application was filed, had 
possession of the claimed invention. 

The claims are drawn to a method comprising contacting a polynucleotide that selectively 
hybridizes to a sequence at least 80% identical to SEQ ID N0:41. The claims do not require that 
the sequence posses any particular biological activity, nor any particular conserved structure, or 
other disclosed distinguishing feature. Thus, the claims are drawn to a genus of polynucleotides 
that is defined only by sequence identity. 

To provide adequate written description and evidence of possession of a claimed genus, 
the specification must provide sufficient distinguishing identifying characteristics of the genus. 
The factors to be considered include disclosure of complete or partial structure, physical and/or 
chemical properties, functional characteristics, structure/function correlation, methods of making 
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the claimed product, or any combination thereof. In this case, the only factor present in the claim 
is a partial structure in the form of a recitation of percent identity. Further, there is no 
identification of any particular portion of the structure that must be conserved. Accordingly, in 
the absence of sufficient recitation of distinguishing identifying characteristics, the specification 
does not provide adequate written description of the claimed genus. 

Vas-Cath Inc. v. Mahurkar, 19USPQ2d 1111, clearly states "applicant must convey with 
reasonable clarity to those skilled in the art that, as of the filing date sought, he or she was in 
possession of the invention. The invention is, for purposes of the 'written description' inquiry, 
whatever is now claimed." (See page 1117.) The specification does not "clearly allow persons of 
ordinary skill in the art to recognize that [he or she] invented what is claimed." (See Vas-Cath at 
page 1116). As discussed above, the skilled artisan cannot envision the detailed chemical 
structure of the encompassed genus of polypeptides, and therefore conception is not achieved 
until reduction to practice has occurred, regardless of the complexity or simplicity of the method 
of isolation. Adequate written description requires more than a mere statement that it is part of 
the invention and reference to a potential method of isolating it. The compoimd itself is required. 
SQQfiers v. Revel, 25 USPQ2d 1601 at 1606 (CAFC 1993) mdAmgenlna v. Chugai 
Pharmaceutical Co. Ltd., 18 USPQ2d 1016. 

One cannot describe what one has not conceived. See Fiddes v. Baird, 30 USPQ2d 1481 
at 1483. In Fiddes, claims directed to mammali£m FGF's were found to be unpatentable due to 
lack of written description for that broad class. The specification provided only the bovine 
sequence. 
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Therefore, only a method comprising contacting a biological sample from the patient 
with a polynucleotide that selectively hybridizes to SEQ ID N0:41, but not the full breadth of 
the claim meets the written description provision of 35 U.S.C. §112, first paragraph. Applicant 
is reminded that Vas-Cath makes clear that the written description provision of 35 U.S.C. §1 12 is 
severable from its enablement provision (see page 1115). 



Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C, 102 that form the 

basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(e) the invention was described in (1 ) an application for patent, published under section 1 22(b), by another filed 
in the United States before the invention by the applicant for patent or (2) a patent granted on an application for 
patent by another filed in the United States before the invention by the applicant for patent, except that an 
international application filed under the treaty defined in section 351(a) shall have the effects for purposes of this 
subsection of an application filed in the United States only if the international application designated the United 
States and was published under Article 21 (2) of such treaty in the English language. 

Claims 1-11 are rejected under 35 U.S.C. 102(e) as being anticipated by Au- Young et al, 
(US Patent No. 6,500,938; January 30, 1998). 

Au- Young et al. teach and claim a plurality of polynucleotide probes that can be used as 
array elements in a microarray wherein each probe comprises at least a portion of a gene coding 
for a signaling pathway polypetide (SPP) (column 4, lines 1-10). The patent further teaches that 
these portions can also mean the whole coding sequence of a gene (column 3, lines 41+). The 
patent further teaches that the microarray is particularly useful for diagnosing cancers (colimin 
12, lines 4+). One of these polynucleotide probes is 100% identical to SEQ ID NO:41 (see 
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attached sequence comparison) wherein said polynucleotide is inherently associated with 
angiogenesis. 

The patent teaches that at least ONE of these probes is hybridized to a target 
polynucleotide forming at least ONE complex forming an expression profile wherein "a complex 
is detected by incorporating at least one labeling moiety in the complex" and wherein said profile 
provides a snapshot characteristic of a disease or a condition (column 11, lines 15-35). Hence, 
the teachings of the patent anticipate detecting a transcript in a cell of a patient comprising 
contacting a biological sample from the patient with a polynucleotide that selectively hybridized 
to SEQ ID N0:41 . And, since the patent teaches that the probe can be the full-length gene, the 
hybridization complex would include a sequence that is at least 80% identical to SEQ ID N0:41. 
The patent further teaches that the biological sample is a tissue sample (column 8, line 9); and 
comprises isolated nucleic acids that can be mRNA (column 8, lines 10, and 20+). The patent 
further teaches amplifying nucleic acids before the step of contacting the biological sample with 
the polynucleotide (column 8, lines 26-44). The patent further teaches that the polynucleotide is 
labeled (column 8, lines 65+) including labeling with a fluorescent label (column 9, line 8) and 
or immobilized on a solid support (column 7, line 19). The patent further teaches that the 
invention can be used to monitor the progress of disease or the efficacy of a treatment which 
reads on use of the claimed method when the patient is undergoing a therapeutic regimen to treat 
a disease. Since the diseases include many different types of cancer, and since angiogenesis is 
known to be associated with cancer, the limitation of claims 10 and 1 1 are also anticipated. 
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Claims 1, and 3-7 are rejected under 35 U.S.C. 102(e) as being anticipated by Ekman et 
al. (US 2002/0173481, June 25, 1998). 

Ekman et aL teach a method of diagnosing a disease associated with Bmx dysfunction 
comprising assaying the Bmx gene (100% identity to SEQ ID N0:41-see attached sequence 
comparison) using assays known in the art for detecting mutations or gene defects or 
abnormalities such as restriction digest, PGR assays , nucleic acid sequencing, Southern or 
Northern blotting, hybridization of labeled oligonucleotides to the gene or any suitable 
commercial kit (page 3, bottom of column 2 to top of column 3 and claim 22, page 14). 
Inherently, such assays would include biological samples comprising isolated nucleic acids 
wherein the nucleic acids are mRNA (Claims 2-3) since Northern blotting is a standard method 
for the detection and quantitation of mRNA levels. Further, such assays would include the step 
of amplifying nucleic acids before the step of contacting the biological sample (Claim 4) since 
PCR assays encompass the amplification of nucleic acids. Thus, clearly, the above teachings 
encompass detecting SEQ ID N0:41 from a patient by hybridization to a sequence which is at 
least 80% identical to SEQ ID N0:41. 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

Claims 1-7 and 10 are rejected under 35 U.S.C. 102(b) as being anticipated by Kaukonen 
et al (British Jnl. Haematology, 1996, Vol. 94, pages 455-460) as further evidenced by Padro et 
al, (Blood, April 2000,Vol. 95(8), abstract) 

Kaukonen et al. teach a method of detecting a transcript in a cell of a patient comprising 
contacting a biological sample fi*om the patient with a polynucleotide that selectively hybridizes 
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to the BMX gene. As set forth above, the BMX gene is 100% identical to SEQ ID N0:4L Thus, 
absent evidence to the contrary, the BMX sequence assayed by Kaukonen et al, is 80% identical 
to SEQ ID N0:41 and would inherently have the feature of being associated with angiogenesis. 
Kaukonen et al. further teach that said biological sample is a tissue sample (i.e. bone marrow and 
peripheral blood samples- page 456) wherein the biological sample comprises isolated nucleic 
acids, and or labeled polynucleotides (page 457), mRNA (page 457), and wherein the assay 
includes amplifying nucleic acids before the step of contacting the biological sample with the 
polynucleotide- i.e. RT-PCR- page 458. Furthermore, Kaukonen et al. teaches that samples 
positive for BMX expression included patients with hematological malignancies such as AML. 
Inherently, such patients would be undergoing a therapeutic regimen to treat their disease. 
Furthermore, as evidenced by Padro et al., AML is a disease associated with angiogenesis. 

Claim Rejections - 35 USC§103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1,56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
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invention was made in order for the examiner to consider the applicability of 35 U.S.C, 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

Claims 1-1 1 are rejected under 35 U.S.C. 103(a) as being unpatentable over Kaukonen et 
al. (British Jnl. Haematology, 1996, Vol. 94, pages 455-460) as further evidenced by Padro et al. 
(Blood, April 2000, Vol. 95(8), abstract) in further view of the general teachings as set forth by 
Au- Young et al. (US Patent No. 6,500,938; January 30, 1998). 

1 . The teachings of Kaukonen et al. (British Jnl. Haematology, 1996, Vol. 94, pages 455- 
460) as further evidenced by Padro et al. (Blood, April 2000, Vol. 95(8), abstract) are set 
forth above as applied to Claims 1-7 and 10. 

2. Kaukonen et al. do not specifically teach wherein the polynucleotide is labeled by a 
fluorescent label (Claim 8); or, alternatively, wherein the polynucleotide is immobilized 
on a solid surface (Claim 9). Also, Kaukonen et al. does not specifically teach the method 
of Claim 1 wherein the patient is suspected of having cancer (Claim 11). 

3. Au- Young et al. (US Patent No. 6,500,938; January 30, 1998) teach the various art- 
recognized methodologies of assaying polynucleotides including immobilization on a 
solid surface (column 7, lines 19+) and that target polynucleotides can also be labeled 
with one or more labeling moieties to allow for detection of hybridized probe/target 
polynucleotide complexes including the use of fluorescent markers (column 9, lines 1- 
10). 

It would have been prima facie obvious to one of ordinary skill in the art at the time the 
invention was made to modulate the method of Kaukonen et al. so as to include different 
labeling moieties for the assayed polynucleotides such as fluorescent labels or to assay the 
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polynucleotide when it is immobilized on a solid surface because Au-Young et al. (US Patent 
No. 6,500,938; January 30, 1998) teach methods of assaying target polynucleotides including 
immobilization on a solid surface (column 7, hnes 19+) and that target polynucleotides can also 
be labeled with one or more labeling moieties to allow for detection of hybridized probe/target. 
One would have been motivated to do so because these methods are well-known in the art and 
would have provided one of ordinary skill in the art a reasonable expectation of success. Further, 
it would have been prima facie obvious to modulate the methods of Kaukonen et al. to include 
detecting the BMX (SEQ ID N0:41) transcript in a cell of a patient wherein the patient is 
suspected of having cancer because Kaukonen et al, successfully teach detection of BMX in all 
samples of patients with acute myeloid leukemia (10/10) and chronic myeloid leukemia (4/4) 
(abstract, and Table 1, page 458). Hence, one of ordinary skill in the art would be motivated to 
assay for the presence of BMX in a patient suspected of having a cancer Uke AML or CML to 
aid in the diagnosis of such cancers wherein there would exist a reasonable expectation of 
success of detecting BMX in said patients since Kaukonen et al successfully teaches the 
expression of BMX in patients with said cancers. 

Claims 1-9 are further rejected under 35 U.S.C. 103(a) as being unpatentable over Ekman 
et al. (US 2002/0173481, June 25, 1998) and the general teachings as set forth by Au-Young et 
al. (US Patent No. 6,500,938; January 30, 1998). 

1. Ekman et al. teach as set forth above as applied to claims 1, and 3-7. 
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2. Ekman et al. do not specifically teach wherein the biological sample is a tissue sample 
(Claim 2); wherein the polynucleotide is labeled by a fluorescent label (Claim 8); or, 
alternatively, wherein the polynucleotide is immobilized on a solid surface (Claim 9). 

3. Au- Young et al. (US Patent No. 6,500,938; January 30, 1998) teach the various art- 
recognized methodologies of assaymg polynucleotides including immobilization on a 
soHd surface (column 7, lines 19+) and that target polynucleotides can also be labeled 
with one or more labeling moieties to allow for detection of hybridized probe/target 
polynucleotide complexes including the use of fluorescent markers (colunm 9, lines 1- 
10). The patent further suggests that the samples containing polynucleotides can be from 
any sample including those obtained from bodily fluids, cultured cells, biopsies, or other 
tissue preparations (column 8, lines 5+). 

It would have been prima facie obvious to one of ordinary skill in the art at the time the 
invention was made to modulate the method of Ekman et al. so as to include different labeling 
moieties for the assayed polynucleotides such as fluorescent labels or to assay the polynucleotide 
when it is immobilized on a solid surface because Au- Young et al. (US Patent No. 6,500,938; 
January 30, 1998) teach methods of assaying target polynucleotides including immobilization on 
a solid surface (column 7, lines 19+) and that target polynucleotides can also be labeled with one 
or more labeling moieties to allow for detection of hybridized probe/target. It would have been 
further obvious to one of ordinary skill in the art to include biological samples derived from a 
tissue sample because tissue samples merely represent one of the many sources that comprise 
polynucleotides as taught by Au- Young et al. Further, one would have been motivated to include 
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such limitations because all of these steps are well-known in the art and would have provided 
one of ordinary skill in the art a reasonable expectation of success. 

No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Gary B. Nickol Ph.D. whose telephone number is 703-305-7143. 
The examiner can normally be reached on M-F, 8:30-5:00 P.M.. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Anthony Caputa can be reached on 703-308-3995. The fax phone numbers for the 
organization where this application or proceeding is assigned are 703-305-3014 for regular 
communications and 703-308-4242 for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is 703-308-0196. 



Gary B. Nickol, Ph.D. 



Examiner 
Art Unit 1642 



GBN 

October 17, 2003 
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